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General Comments 

1. Many of the regulations found in Title 21 of the Code of Federal Regulations (CFR) 
related to platelets are outdated. The language contained in this cutient draft guidance 
appears to be an attempt,to work around the outdated regulations. One example is that of 
keeping a reference to pH at .6.lf because it is still in the CFR, yet at the same time adding 
recommendations for evaluating pH at 6.2 with action to,ocCur at levels ~$6.2. We 
understand that the timeframe for revising regulations c’an be quite extended, and we 
appreciate issuance of this draft guidance. Nevertheless, we recomm~d that these 
regulations be updated. 

2. Many of the recommendations will have’ a negative impact. on the ability of facilities to 
provide an adequate inventory #platelet components, with no c~~esp~~~ng 
enhancements to donor or patient safety, One example of this is the restriction of 
plateletpheresis donations to 24 components per year rather than 24 cohections (with 
multiple components) per year. A second example is the r~o~~dat~on that a medical 
doctor be “present on the premises” when a plateletpheresis process is occurring. More 
detailed comments on these issues are provided in subsequent sections of these 
comments. 

3. The references provided in the draft. guidance for several proposed r~qnirements did 
not provide data to support FDA”s recommendations. F~~~~ore~ other more pertinent 
references were omitted. Reference 10 (Patron0 C, Caller B, Dalen.JE, et al. Platelet- 
Active drugs. The relationships among dose, effectiveness, and side effects. Chest 2001 
supplement; 119 (1): 39-635) is a review article of issues pertaining to patients taking 
medications affecting platelet f’unction. The conclusions that are drawn ;for such patient 
populations cannot and should nat be extrapolated to the situati.on where platelets from a 
donor taking such medications tie transfused into the circulation of a recipient not 
medicated with the same agents An article specific to the function of transfused platelets 
(Stuart MJ et al, Platelet Function in Recipients of Platelets. fromDonors Ingesting 
Aspirin. NEJM 1972; 287: 1105) is amore appropriate scientific study addressing the 
policy issue in the guidance document, 

The Armed Services Blood Program Of&e (ASBPO) medioation list is an example of 
utilizing a reference that has not been scientifically reviewed ,and is not evidence-based. 
FDA has stated publicly that this reference has been cited because i.t makes use of 
information from the Physician’s, Desk Reference (PDR). AA&B believes this is an 
inappropriate use of the PDR. The PDR recommends the time persons should refrain 
from taking medication before surgery. However, this time is not~~ir~~t~y applicable to 
the deferral period for plateletpheresis donati-on. It is not s~~enti~~ally appropriate to 
equate donation eligibihti issues .to post-operative bleed~~g~~ss~es. 

4. One of the major pillars of compliance is adherence to~~.u~a~t~ers’ specifications. 
The contents of these specifications are rigorously reviewed by the FDA, and FDA 
approval of such documents essentially ,confers. near-regulation status upon them. 
However, in many of the proposals in’this draft guidance existing manufacturers’ 

2 



instructions appear not be acknowledged, and in some cases, ~o~~~d~~ed by the 
guidance. If this is the FDA’s goal, it radically alters the F-DA’s long-standing 
recognition of use of manufacturers’ specifications as a means of achieving regulatory 
compliance. We do not believe this is the FDA’s intent. Thus, .many of the AABB 
recommendations for changes emphasize the need for consistency withthe FDA’s long- 
held practice of basing regulatory comphnce on adherence to m~ufa~t~ers’ 
instructions. 

5. The AABB work group is aw.arethat-in response to this guidance document, many 
institutions have performed extensive data analysis on their ~~ate~e~~~es~s donors and 
their plateletpheresis programsand have submitted these data as part eftheir response to 
the docket. The work group has had the opportunity to briefly review some of these data 
and has concluded that since the methodologies across ~n~titu~~~~s are variable and the 
data are complex, a simple summary presentation of all, these data in this document is not 
possible. In addition, the,AABBwork group is aware that some data analyses are still in 
the process of being completed. For these. reasons, AABB strongXy recommends that the 
FDA convene a workshop where: both submitted data and data that are Currently being 
collected can be presented, disqqsed, ad evaluated in an open public forum, This 
workshop should be held prior to reissuing a revised draft guidance. 
pleased to collaborate in development of such a workshop. 

Comments to specific items bp@n the Wowing: 

II. DISCUSSION 

B. Definitions (p. 3) 

Recommendation - Facility and Estabhshment are terms that shot@ be included in the 
glossary of terms in this guidance. 

Comment - The term establiswent is not clearly defined but is used at various places 
throughout the document, leaving it open to- multiple ~te~retation§. The same comment 
applies to the term facility. Is faoilitythe,same’as an estab&$ment, or is facility intended 
to denote a fixed site’? If these terms have beenclearly de&red in other FDA documents, 
then those documents should be referenced, and the terms sho~~d.a~so be included in the 
glossary of terms in this guidance, 

III. DONOR SELECTION AND MA~A~EM.ENT 

A. Donor Selection 

Text: (p. 5, bullets 2 and 3) 
l Prior to the first donation, test Platelets, Pheresis donors for levels of the 

following laboratory vahtes that- ‘are ,acceptabieunder the manufacturer’s 
directions for use: 



* Platelet Count 
0 If you cannot test the donor before the first donation (for example, because the 

donor presents at’s mobile coIleetion site), you sho~d~ev~~~e the donor’s WBC 
and platelet counts after the first collection. 

Recommendation - Delete this recommendation. 

Comment - The value of determining the pre-donation platelet count is not unique to 
first time donors but also applies to repeat apheresis donors.. Typica& it is not a pre- 
count that is obtained, but a pre&collection sample that is drawn. A Sep.&-ate requirement 
for pre-donation platelet count in first time donors is not needed to enhsrrce donor safety. 

W ith regard to pre-donation W$!E count, we are tmaware of any rn~u~~~er’s 
directions for use of the j&?BC count. Furthermore, no rationale is stated in the draft 
guidance for why the WBC count should be obtained and evaluated. 

Text: (p. 5, paragraph 2 and bullets 1 and 2 immediately follovGng) 
You should not collect Platelets, Pheresis from donors whq have ingested drugs that 
adversely affect platelet function, The&include, but may not be limited to: ’ / 

0 Aspirin (ASA)/ASA-containing drugs - 5 days’ from the last dose (Ref. 10) 
* Non-steroidal Anti-inflammatory Drugs (NSAJDS) - 3 days from last dose (Ref. 

9) 

Recommendation - The requirement for lapsed time from last dose of Aspirin should be 
36 hours. 

Comment - There “are two articles that specificalfy address the issue of aspirin ingestion 
by platelet donors and the lengthof time that platelet f@ction is affected. The 36 hour 
deferral currently in the AABB $‘&~&~rds for Blood Bmks and Tr~n~~~~~~ Services 
(Reference Standard 5.4.1A) is ,strpported by data presented in Stuart MJ et al: Platelet 
Function in Recipients of Platebts from Donors Ingesting Aspirin. NEJM 1972; 
287: 1105. This study cornpa@ bjeeding time correctior% in patients transfused with 
platelets from donors who had taken aspirin 36 hours prior to donation to results when 
patients were transfused with pl,a&lets from donors who had taken no aspirin. Correction 
was the same with the controls (no aspirin ingested by the .danors) as with .tBe platelets 
from donors who had ingested aspirin 36 hours priorto donating. An additional study by 
Slichter and Harker (Brit ,J Waematol ! 976; -34~403) showed tlrat in don~rs;~ngest~ng 
aspirin, the aspirin-induced platelet dys&nction was reversible in viva in the transfusion 
recipients (leading to an appropriate correction of the reeipiertt’s bleeding time) within 6 
to 18 hours. 

The draft guidance does not provide data to substantiate the re~o~e~~~t~on of five days 
as a necessary deferral period afier aspirin ingestion. Referent% IO, pubbshed in the 
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journal Chest, which looks at cardiac patients rather than a healthy “‘blood donor” 
population, states that 5 days is needed for 50% of platelets to he unaffected. However, a 
review of primary studies referenced ins the. Chest pub~i~~~on.~h~ws that only 1 O--30% of 
platelets need to be unaffected .for total platelet function to be normal. Once aspirin is 
discontinued, new platelets produced by the marrow - about 10% of the population per 
day - are unaffected (Reference: O’Brren JR: Effects of sahcylates on human platelets, 
Lancet 1968; 1:779). This man~cript and other +rticies, which show ‘that platelet 
function returns to normal in 2~5 days after aspirin ingestion, are ~~~e~~~d to assess .risk 
in patients about to undergo surgical procedures, which is a different issue than aspirin 
ingestion in a platelet donor. These articles aretherefore not pertinent in setting.donor 
deferral guidehnes. 

Recommendation - Delete the ~~co~~ndat~on pertaining to a defar;n;l time subsequent 
to Non-steroidal Anti-inflammatory Dmgs (NSAJDS). 

Comment - NSAEX affect platelet ft.m&tion through a mech@ism that is reversible (NA 
Goldenberg, L Jacobsen, MJ M~~o~Jo~so~. Brief co~~~at~o~: Duration of Platelet 
Dysfunction after a 7 Dajr Course of Ibuprofen PFAlOO. Ann ~te~~~~ed. 2005; 142: 
506-509). Consequently platelets from a donor on an NSD wvuld be ,expected to 
function normally upon transfusion to a. recipient not on a similar rn~di~at~o~ and there is 
no need for a donor deferral. In addition; the rekommended 3 ,day donok deferral is not 
warranted in that the in viva hgf-lives for most NSAJDS ,are fess thm 2 
and Comparisons, January 20OQ, Drug Facts and Comparisons, p. 836-7). 

Text: (p. 5) 
Reference 9 cites the ASBPO Donor Deferral Criteria. Drugs and Meditation Impact on 
Blood Donor Eligibility. 

Recommendation - Delete the ASBPO medication list as a reference. 

Comment - AABB does not.beheve that the Armed Services Blood Program Office 
medications list is an appropriate.scientific reference. FDA should reference peer- 
reviewed published articles or recognized industry standards, such as AABB Standards 
for Blood Banh and ~r~~s~~~~~ Swvices. 

We consulted with colleagues who helped develop the ASB?Q list. They too expressed 
concern that it was being‘used for regulatory purposes as that was never the intent of the 
list. The ASBPO medication list. has never undergone a rigorous scientific review, is not 
evidence-based, and was not intended for civilian use. The decisions for deferral were 
developed for unique situations, faGed bythe Debit of Defense. Ah blood collection 
organizations have medication lists. The list and recommendations found in ,the ASBPO 
list should not be assumed to be better thsn any other lists. 



B. Donor Management 

1. Platelet Count 

Text: (p. 5, bullet I) 
* You should perform a pm-donation platelet count (Ref. .I O), which will allow the 

device operator to mom nccurately set the target platelet yield parameters for each 
collection of Platelets, PheresisThis is consistent with the device manufacturer’s 
directions for use,. 

Recommendation - The Task Force recommends the. following alternative language: 
“You should follow the device m~ufa~t~er’s directions to set .the target platelet yield 
parameters for each collection ofP4ate:el&s, Pheresis.” 

Comment - A pre-donation pk$FekF count is only one of the ways recommended by the 
manufacturer and approved by FDA to set the.target yield parameters. other options 
include: 

l Average of the ‘last three venous platelet counts; 
l Utilize the platelet count obtained Strom a pre-collection venous blood sample of 

the donor’s previous donations; 
0 Utilize average donor p~e~plate~et count for local donor ~~p~~at~o~; and 
0 Use the default count fa the co&&ion. equipment be@g used. 

(We note that Reference IO may be a misprint since it is ~ap~~p~at~ reference for this 
recommendation.) 

2. Donation Frequency 

Text: (p. 6, bullet 1 and 2) 
To protect the safety of the donor: 

* A donor should undergo no more than 24 PIatelet, Pheresis collections in a 12- 
month period. 

* You should collect no more than 24 total Platelets, Pheresis components in a 12” 
month period. Two com&nents collected from a doubb collection of Platelets, 
Pheresis and three components collected from a triple collectionof Platelets, 
Pheresis would be counted as two components and three components respectively. 

Recommendation - Delete the second bullet, concerning no more than 24 total 
components in a 12-month period. 

Comment r Existing safety me@anisms already in place make this proposed guidance 
unnecessary. Imposing criteria in ~addition to a minimum p-fatelet count of 115Q,OOO/uL and 
500/600 ml plasma volume loss is not necessary to ensure donor safety and is 
unnecessarily restrictive. 



It is our understanding that this recommendation is based, on ext~~la~ion from data 
provided in a single study exa&ining the long term effects of repeated platelet donation 
(Lazarus EF, Browning 5, Nor&an J, Uhlitas J, Leitman SF. Sustained decreasesin 
platelet count associated with multiple, regular platel~~h~resi~, donations. Transmsion 
2001; 41:756-61). This study assesses the difference in the initial arul final pre-apheresis 
platelet count in 939 donors who donated on 11,464 occasions over a four year period, It 
should be noted that the study’s conclusions are limited by the fact that, the study was 
retrospective and draws on data from selective subgroups,. Importa.nt parameters such as 
inter-donation, seasonal, and temporal variability and tren~dsuver time during the 4-year 
period are not analyzed. Despite showing some correlation between donor platelet count 
and donation frequency, ‘the study did not show a relationship between the magnitude of 
platelet decrement and donation frequency. at donation ~equ~ncies ? 7-5 donations per 
year. Also there was no correlation shown beween dono~pl~te~et count and the interval 
between donations or the number of platel& harvested. Con~~q~e~ly, this study does 
not provide any direct data to support the restriction of~latele~~er~sis donations to 24 
components annually or to the lengthening of intervals to 7 and 14 days between 
donations for double or triple products; Indeed, the anthers suggest that “clinically 
significant thrombocytopenia is unusual when rigorous ongoing review and prudent 
deferral policies are established and followed.” Furthermore, the study findings have not 
been confirmed by independent investigators, despite the ready availability of data of this 
nature. 

Secondly, this requirement will have tiimmediate negative impact on the ability to 
provide adequate inventories of platelets, This will jeopardize pgtientcare, especially for 
those patients who are bleeding, tindergoing chemotherapy, or are ~~~a~tu~ to platelets, 
In many instances, facilities will ‘find it impassible to n&main current. levels of 
inventory. Today’s extremely sophisticated platelet collection devices have allowed for 
many platelet donors to donate 24 times .each year with tie amlity to provide a double 
product at each donation. A review of current data available to the work group is given 
below: 

0 In one center, if donations had been restricted to 24 components of Platelets 
Pheresis per year, there would h&e been a loss of 1,454 products, which equated 
to 13.7% of total platelet production. Recruiting addition& apheresis donors to fill 
this void would require an increase in the donor, base, ‘e&imated,at 56-950/o 
depending upon various assumptions involving how ~~q~~~~~ newly recruited 
donors wouId donate and how.many dunors would bc eligble to give double 
versus single products. 

* Another facility reviewed their database to find that they had 230 of 2,836 donors 
donating >24 componerits, while not exceeding 24 collection sessionsper year. 
Had donations been restricted to 24 components of Platelets Pheresis per year, 
there would have been a loss of 2,543 products, which.~quated to 10.6% of total 
platelet production. 

0 A loss of 3.5% would have been sustained by another facility that identified 45 
donors who donated more, than 24 platelet products in a X2-month period (303 out 
of 8,589 platelet components). 

7 



l A fourth center reviewed platelet collections in 2004 .and determined that 
imposing a lim it of 24 pl$elet products per year would have resulted in a loss of 
946 products, amounting to approximately 6.2% of total apheresis platelet 
production. 

Text: (p. 6, item 2, bullets 3-5) 
* The interval between each collection of Platelets, Pheresis should be at least two 

(2) days with no more man twoprocedures in a 7-day period. 
* The interval between cotlection of a -double Platelets, Pheresis and any subsequent 

collection of Platelets, Pheresis should be at least 7 days. 
l The interval between collection of a triple Platelets, Pheresis and any subsequent 

collection of Platelets, Pheresisshould be at least 14 days. 

Recommenda$on - Delete bullets 4 and 5 concerning intervals foliowing double and 
triple collections. 

Comment - We are not aware of any evidence to support a position that donor safety is 
compromised under current donation policy, nor ‘do we see evidence to support changing 
current allowable ranges to the tiore restrictive ones listed for donation intervals 
following collection of a, double:or triple product. Adherence to a m inimum platelet count 
of 15O,OOO/uL and to device ma~u~act~er’s instructions to ensure that there is nut 
excessive plasma loss will provide adequate safeguards for donor safety and will preclude 
donation at an excessive ‘frequency, 

Furthermore, from an operational standpoint it will be ~~~e~~ng~y’di~~~~t, if not 
impossible, to track these complicated donor eligibility algo~~~s using currently 
approved blood establishment computer software. ’ 

Text: (p 6, item 2, bullet 6) 
0 A post-donation platelet count should be performed after each collection‘ 

Recommendation - Delete this recommendation. 

Comment - We do not believe-a post-donation count isnecessary TV protect the health of 
the donor. During many collective years of experience perfo~ing plateletpheresis 
collections without routinely collecting, post donation counts, -no significant donor safety 
problems have been reported. Data compiled by Wemacare spkci&ally for this 
submission show that in 105 donors undergoing standard ~~at~~etp”her~~s procedures with 
collections of single, double, or triple products, past-donation platelets never dropped 
below lOO,OOO/~L, indicating that no donors were placea at risk. ~~h~ore, in all 
cases in which the post donation count fell below 1 50,0~/@& the pre-donation count prior 
to the next plateletpheresis (at tw,o to four weeks following the index dotiation) had risen 
to well above lSO,OOO/pL. See Appendix II. 



In addition, there are technical. difficuhies in obtaining an accurate post-donation platelet 
count. Post-donation counts c+.r be artifactually low due to bifGcuky in obtaining fully 
mixed or adequate samples, theseby giving a failse impression of the donor’s 
hematological status and risk c&bleeding. Secondly, the collection of an adequate post- 
donation sample causes unduejoss of&Iditi&al donor red cells due tothe need to rinse 
the lines of non-blood material and Platelet depleted blood r~t~~~g,~orn the apheresis 
device. 

For the purpose of eligibility for a subsequent plate~etpheres~~~.~ pre-donation platelet 
count provides a more accurate reflection of the donor’s platelet status than does a post- 
donation count from &prior donation, (See Appendix II.) ‘~eve~l~~less~ we are aware 
that some facilities choose to use this post-donadon count to evaluate the donor’s 
eligibility for a future collection, Since this policy errs on, the &d& ofdenor safety by 
potentially disqualifying otherwise acceptable donors from a s~bs~que~~ apheresis, we 
believe that the option of obtaining a post-donation. count she&l be retained, as is 
indicated in AABB Standardsfii~ Bhqd Banks and ~~a~~f~~j~~ SEYV&?~ (Standard 
5.5.3.5.2). 

4. Total volume loss per co&~ion pi-ocedure 

Text: Op. 7, item 4) 
The total volume (excluding ~~~oa~~~t) of all blood ~~rn~~~~~ retained per 
collection of Platelets, Pheresis should not exceed 500 mL (600 mL for donors weighing 
175 lbs or greater) or the volume~desc6bed in the labeling for the devi&, whichever is 
less. 

Recommendation - Revise to j&The to.ot~~ volume (extruding ~ti~oa~~~t) of all blood 
components retained per colle@ion ofP&telets, Pheresis‘should meet the device 
manufacturer’s requirements aS delineated in the device~label.” 

Comment - FDA has already approved some devices that collie& more than the proposed 
limits in this guidance. For exti@e, per the Gambro Trima, 5 1D(k) number BK990025, 
cleared April 7,200, the plateletpheresis collection can be up to fifteen percent (15%) of 
total blood volume (TBV). Medical Directors should be able to rely upon the cleared 
labeling of the devices to determjne li-m&s on collection volumes. 

D. Medical Coverage 

Text: (p. 7) 
We believe that a physic&n shotid be present on the premises during the collection of 
Platelets, Pheresis to ensure that necessary medical treatment be available to the donor in 
a timely fashion. We interpret ‘ipresent on the premises” to in&de a qualified physician 
able to arrive at the premises within 15 minutes (Ref 11). In case of ijin emergency, 
calling 911 may be used to obtain emergency medical care and ~~~o~t~un to another 
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facility for further care, but we do not believe this is a sufficient substitute for an 
available physician as previously described. 

Recommendation - Revise to. state. that qualified medical care be available to the donor 
and define qualified medical care to inelude physicians ~d,emerg~nGy response 
professionals. 

Comment - Today, platelets are safely collected in a wide variety of s@tings that include 
mobile units and neighborhood collection centers. Experience shows that adverse 
reactions are rare in these donors and there is to no evidence tosuggest that current 
protocols are inadequate to ensure don?r safety. Current apheresis instruments have an 
extremely high rate of reliability, utilize low extracorporeal vohtmes and minimize citrate 
usage. Data from one facility concerning donor reactions is attached and reveals that 
adverse reactions in fact ‘occur at a lower rate in pIate~~~h~r~~~~ donors than in whole 
blood donors. (See Appendix I.) The task ferce not&hat these data are representative of 
the number and type of donar r?ctions that occur nationwide in plate1 
In addition, the work group revrewed data from donor fatality”r~o~s to the FDA through 
2004 (obtained through FOP%) and notes that the data do not indicate any donor fatalities 
due to plateletpheresis donation. Ln fact, there is no evidetice that fatalities in 
plateIetpheresis centers are greater than that‘at whole bloodcollection facilities. 

The AABB Hemapheresis Con&&tee conducted a survey of ~the incidence of adverse 
effects of apheresis donation in a large series of donations at mulfiiple centers (BC 
McLeod et al: Frequency of immediate adverse effects associated with a$heres& 
donation. Transfusion 1998;38:938?943.). The study concluded ““that eresis donation 
is a safe undertaking, suitable for, voluntary blood donors, with a very low. risk of serious 
adverse effects. The risk of unconsciousness is lower than that found in many studies of 
whole-blood donation.” 

Taken together, multiple lines of evidence indicate that there is no need for a change in 
current levels of medical coverage. 

We believe it is more appropriatti, to have a well-constructed viable plan to ensure timely 
access to medical care. Current Biologies License Ap~lic~~o~ requirements ensure that 
an applicant’s plan for management. of a cardiopulmonary ~rner~en~y, including steps for 
contacting the physician, .trans$ort of thedonor, etc., is reviewed by FDA during the 
submission review process. 

Implementation of the draft guidance recommendation would heve an immediate and 
dramatic effect on the ab$lity @collect adequate platelet i~v~~to~es. Most facilities have 
one medical doctor on staff. The drait guidance language would, in many instances, 
restrict a facility to one collection shift per day at one fixed cofle&ion site. We provide 
the following estimates of the impact of this recommendation at two large blood centers. 

* At one center, enforcement of the proposed medical coverage guidehnes would 
negatively impactplatelet@heresis collecltions by 89%. Current collections would 
drop from about 15,500 to, 1,700 per year. 
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l A second center estimated that collections would deer?& by 93% assuming 
collections would need,tQ be confined to the main colIe&ion center Tom Monday 
through Friday. 

IV. INFORMATION PROVf THEj DONOR @ . 7-8) 

Comment - In general, this section of the guidance contains too,much,detailed 
information and should be simpWied. IQ particular we have concerns with 

Text: Op. 8, bullet 2) 
e A statement that long-t&r&t effects of repeated ~~~~el~~h~resis on the donor’s 

platelet Andy leukocyte cotint is not understood. 

Recommendation - Delete this xeeommkndation or revise to ,“%Jo long .term adverse 
effects have been reported in fkzjuent ~~~~el~t~heresis donok.“’ ^ 

Comment - Since no long term adverse.effects have been reported, we ds not believe it 
is necessary to include this. statement wicth infomatiun provided.to the donor. However, if 
a statement must be inchided, it is mom &c&rate to indicate that there are no data to 
indicate any harmful effects. Discussions in the literatirre that address the possibility of 
long term adverse effects raise this as a speculative concern rather than 8. firm conclusion. 

Text: (p. 8, bullet 3) 
0 A description of +e number of WhoIe Blood, apheresis Red BIbad Cells or 

plateletpheresis collecti& procedures and/or components that may be collected 
per year, and the donat‘iory interval for each. 

Recommendation - De&k this recommendation. 

Comment - As per our previous CommFnt we believe the recommended intervals 
between double and triple collections are not necessary. PI?@  requirement for a 
description of the rnles about alkwable iirtervals between eoJiIections fqr the various 
components would lead to an inordinately complex and lengthy descripsioux for donors. 
The number of variations that c&i b& calculat$d for donation schedules ir; compjex and 
requires tracking through use of <om~&er tables. It urould be ~~~ly.im~ossible to 
develop a document that contaips all the scenkos. Any such document would be generic 
in nature and not informative tu the individual donor. 
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V. COMPONENT COLLECTION AND MANAGEMENT 

B. Target Platelet Yield 

Text: (p. 8) 
To assure that each component obtained from a multiple eollectionofPl&telets, Pheresis 
results in an actual platelet yield of at least 3.0 x10’* platelets, you should use the 
following targets. When collecting: 

0 Double components, the device’s target platelet yield setting beat least 6.5 x 10”. 
* Triple components, the device’starget platelet yield ~~~i~~be,~t,~east 10.0 x 10”‘. 

Recommendation - Delete this recommendation. 

Comment - FDA should enc.ourage facilities to utilize v~l~d~tiun and monitoring data 
and work with the respective m~tiacturer to determine the appr~p~ate targets. 
Apheresis collection facilities eiperierxe different precision with respect to platelet yield 
predictions based on variation in laboratory methods, hematology ana+lyzers, apheresis 
practices, and apheresis devices.,:It is ~~~prop~ate.fo~ ,tbe agency to s&t these targets as 
many locations successfully use altern&ve target yields. eyesore, the proposed 
target yield numbers may not be accurate in the future as new ~~~t~rn~~~s with improved 
technology are developed. 

C. Hemoiysis during colleietian 

Text: (p. 8 - 9) 
During the course of the apheresis colhxtion procednre, you should visually inspect the 
separated plasma for heniolysis. A red tinge to the plasma in the return line is cause for 
evaluation (prior to re-infusion’to the donor) to determine w,hether this is a result of red 
blood cell contamination: of pl&ma or from hemolysis. 

Recommendation - Revise to ‘“Pollowthe manufacturer’s diroc;ti&s for monitoring and 
responding to possible hemolysis should it occur during the collection procedure.” 

Comment - We believe it is appropriate to defer to, rn~u~ac~rer~s directions, as there 
are instances in which the draft guidance language is not appheable. For example, visual 
inspection would not be helpful using today’s continuous ~~w..~p~e~es~$. instruments, 
especially in single needle pro?edures where there is const%nt s~~tch~~ by the instrument 
between draw from and return to the donor. 

VI. PROCESS VALIDATION 

Comment - The AABB work group foupd it very difficuIr to ~der~t~~ how this section 
on Process Validation should be implemented. Even those members whose primary 



responsibihties are for Quality Assurance and submission of I&As were unable to clearly 
decipher the intent and meaning. of some af the proposed requirements, as well as the 
expectation for implementation: The following spe&iG comments a&based on our best 
interpretation of this section of the draft guidance. 

Text: (‘-J. 9, paragraph 3, bullets l-5) 
In addition, you should perform ‘Process Validation on the following devices used in the 
collection process: 

l Blood cell counting devices, including devices used to determine the residual 
WBC count in leukocyte reduced components- 

. pH measurement: 
We recommend that a pH meter -be routineiy used rather than 
PaPer. 

* The scale used to weigh the components 
o Sterile tubing welders used to a?ach leukoreduction filters orsampling containers 

(Ref. 13) 
* Shipping containers 

Recommendation - Revise the language to focus on the,entire process rather than the 
specific devices. “In addition, ydu should perform ‘Process Va~~~~~~ on the following 
processes used in the preparation, shipping and measurement of Pl&elats Pheresis: 

0 Blood cell counting: platelets and residual WBC; 
* pH measurement: We recommend that a pH,meter or blood gas analyzer be 

routinely used rather than pH (nitrazine) paper; 
0 Component weighing; 
8 Sterile connection methods; and 
o Preparation of blood components. for shipping Shipping containers should be 

appropriate for this purpose.” 

Comment - The listed devicesare not used in the collection process. Rather, these are 
devices that may be used in various steps in the process: .such as preparation, shipping, 
and measurement of Platklets Pheresis.. 

B. Validation Protocol 

Text: (p. 10, bullet 2, sub-bullet 2) 
0 Minimum/maximum acceptable values for the Platelets, Pheresis collection and or 

component as specified by the device manufacturer (see 21 CPR 60660(a)). 
- Target platelet yield 

Recommendation - Delete Target platelet yield from this fist. 



Comment - It is our understanding that a target platelet yield is a fixed value, and is 
donor dependent. Althoughit se~esas the collection target, it is not an actual measured 
value. For this reason, we do not understand how a minimum or m~xirn~ target platelet 
yield value would be defined and integrated into a validation protocol; nor do we 
understand why this would be’necessary. 

Text: (p. 11, paragraph 1) 
Qualification should include testing for the actual platelet yield, pN, ,voX&ne, residual 
WBC count and percent’component re&verj (for le~or~d~~ed components, 
REKYhematocrit (if applicable) tid bacterial co~t~~at~~~ testing (Table 1). 

Recommendation - Revise to ‘GQualification should include testing for the actual platelet 
yield, pH, volume, residual WIjCcou.r$ and percent ~~m~~~~t recovery. (for 
leukoreduced components, if aplGx&le), and RBC/hematocrit (if applicable),” 

Comment - Percent component recovery only applies to leukocyte reduction by filtration 
that occurs afier collection, a$ does net apply to leukocyte reduction by process. See 
below for comments regarding bacterial contamination -testing. 

Text: (p. 11, paragraph 2, bullet \l) 
0 Test a minimum of 60 ~o~s~c~~~~e single (30 for double an!20 for triple) 

collections for each type of automated blood cell separat,or for (I) actual platelet 
yield, pH, voIume, visible RIG;. and (2) for residual WBC count Andy percent 
recovery (Ref2), with 0 tilures in each category. Another option is to test 93 
consecutive single (47 for double and 3X for’triple),, which &ows for 1 failure.. . 

Recommendation - Delete visiMeRB;Cs from this list. 

Cqmment - Appropriate actionsfor handling Platelets Pheresis with visible RBCs in 
platelets are incorporated into routine stadard opera&$ procedures, and need not be 
included in a validation protocol, AABB Stan&m&for ~~~~~~~n~ and Transf&&m 
Services (Standard 514.5) requires ,a crossmatch if the platelets are not AIX3 compatible 
or not produced fram a methodknown to’result in K 2 mL of red blood cells. 
Contamination with >2mL of REX in Platelets Pheresis is grossly obvious to the naked 
eye and occurs only in special circumstzulces. 

Text: (‘p. 11, paragraph 2, builet 1 continued) 
. . .Perform bacterial contamination testing on 500 collections with 0 failures.. . 

Recommendation - Delete this statement from the bullet. 



Comment - Bacterial contamination testing is a quality co&u1 test, not a product 
qualification requirement. Validation otthe bacterial ~~~t~~ation testing methodology 
selected for use withm Q facility,occumprior to the met~do~ogy being implemented for 
routine use. In addition, current industry standard is to perfo~ bacterialtesting on 100% 
of products. Therefore, the inclusion of bacterial testing in process validation is not 
necessary. 

Text: (p” 11, paragraph 2, bullet 1, continued) 
o For facilities using automated blood cell separators from a single manufacturer 

~ only, we recommend that: 
l All devices be, included in the initial product perforce quaiifkation; 

and 
e Additional devices of the same model be ~~~nd~d in monthly QC testing 

only. 

o Product performance q~a~i~cat~on should be completed for each automated blood 
cell separator used in your establishment. 

Recommendatioti - Revise to ‘“Product performauce q~~i~~~on +ould be completed 
for each automated blood cell separator (defined as manufacturer and mor;lel)- used in 
your establishment, All devices f;houId be irrcluded in the ila;tiak product performance 
qualification; and devices added after the initial qua~~fi~atio~ .of the same manufacturer 
and model. should be included in monthly QC testiug only,” 

Comment - This language would clearly.define rn~~fact~er arid model as the criteria 
to be applied to determine which automated blood ~$1 Separator would require product 
performance qualification. Et &also not clear why this pomt would be applied only to 
facilities using devices, from a single .mamtfacturer. There are.situations where a facility 
may be using devices from a single manufac$urer, but there may be muftiple model 
numbers in use. 

The term estabhshment is not clearly defined, leaving it open to muftipk interpretations. 
The same comment applies to the term f&cility.,Is facihty the same as an establishment, 
or is facility intended to denote: a fixed ,site? If these terms &e:dearly defmed in other 
FDA documents, then those dokrnents Gotid be referenced, &d the terms should be 
included in the glossary of termsin this guidance. In the conkxt ofprooess vahdation, we 
believe that this activity need not,be peeformed at each fixed site provided that all sites 
operate under the same. standard operating procedures, trading broils, etc. 

Text: (p. 11, paragraph2,. bullet 3) 
l Qu.alification include Platelets, Ph eresis collection by $1 trained personnel; 

Recommendation - Delete this recommen$ation. 
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Comment - It is not necessary to include data on products from every person that is 
trained in the process. 

Text: (p. 11, paragraph 2, bullet 4) 
l Residual WBC count be perfo&d within 24 hours of cqliection, or per 

manufacturer’s directions for the cell counting methodology (Ref 2); 

Recommendation - Revise language to read ‘“Samples should Abe handled, prepared, and 
processed without delay according to the requirements of the +WBC counting method to 
ensure that a true and representative count is obtained*” 

Comment - Qirr recommendedlanguage i-s identical to the language in Ref 2 (FDA 
Recommendations and Licensme Requirements for L~uko~~e-Reduces @ load Product, 
May 29, 1996). If a timefme f&r a counting method has been literally validated, that 
timeframe should be acceptable,. It is not clear why 24 huurs is mentioned in this draft 
guidance. AABB has’ reviewed.~manufac=turer’s~ dire&o&and notes that some of them 
allow for counting to occur at times that exceed 24 hours, par example% FACSCaliber and 
BD Leucocount allow for WE& counting to be completed within 48 hours of the product 
being leukoreduced. ’ 

Text: Op. 11, paragraph 2, bullet‘5) 
* An RBC count/hematoc$t be performed on Platelets, E”heresis or concurrent 

Plasma (when collected): contaming visibly apparent RBCs to determine total 
packed RBC volume. you should hold Platelets; Pheresis containing more than 2 
mL of RBCs until the residuaI WBC count has been d~te~~ned and found to be 
less than 5.0 x lo6 for platelet or,plasma components~ labeled as leukocyte 
reduced, 

Recommendation - Delete this recommendation. 

Comment - This information is incorrectly placed in ~~e”~~i~~~e. The specific action 
for Platelets Pheresis with visibly apparent RBCs is very ~p~~~t and should be 
included in an operational SOP but should not be included in-a q~li~c~ti~n plan. 
Operationally, it will be impurtftnt that,the SOP specifies actions tobe taken for each 
product’ with visibly apparent RBCs. 

Text: (p. 12, bullet. 1) 
e Perform bacterial ~~~t~inatio~ testing using a CBER. cleared 

bacterial detection system specifically labeled for testing of plateIetpheresis 
components (Refs. 16,17,18, a;nd 193, used in the manner for which it was 
cleared or approved. 
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Recommendation - Delete this recommendation from Produck Performance 
Qualification. 

Comment - Bacterial contamination testing is a quality control test, not a product 
qualification requirement. V&&&ion. of the bacterial ~o~t~i~a~~on~ testing methodology 
selected for use within a faciiity ,occurs’prior to the met~odology,b~i~g,‘~mplemented for 
routine use. In addition, current industry standard is to perform bacterial testing on 100% 
of products. Therefore, the inclusion of bacterial tesIir$in piocess validation is not 
necessary. 

Text: Op. 12, bullet 2) 
* Conduct an investigation of component quafifickion f&me, and when 

appropriate, initi@e corrective a&on and follow+p measures.. We understand that 
some failures may occur, due to cronditions not r~s~lt~g.~orn a fkihrre of the 
process. Examples of nogWprocess failures include positive bacterial 
contamination testing resulting from the colledtion from a donor with 
asymptomatic bacteremia. 

Recommendation - Additionafl exarnpks to illus~te.no~~pr~~ess faimre’ or further 
explanation of non-process fail&res would be helpful. 



Table 1 Collection Performauee Q~a~~~at~o~ Criieria 

Recommendation -, We propo& that Table 1, with footnote& .be revised as follows: 

Test Unit of 
Evaluation 

Perfwmance 
Crit&a 
‘> 3 x HP 

Target 

Acgual 
Platelet yield 

Per 
transfusable 
product 

38/l Volume Per 
transfusable 
produet 

Per 
cdlectfon- 
Per 
collection 

2 months 
QC 
38/1 

Residual 
WBC content 
% recovery 
following 
leukocyte- 
reduction3 
PW Per 

transfusable 
product 

Footnotes 
1. Samples should be stratified:over single, double, and t~p~e.co~lect~Q~ procedures as 
applicable. For example:, 20 single colledtions, 20 doub~e-co~~~~~o~* and 20 triple 
collection& A facility or,a metho~d -that would not include thhe ,cc&ction of triples might 
perform 30 single and 30 double collections for initial ~u~~~ca~~on. Total sample size 
and acceptance criteria should be seleoted prior to initiktion ~~v~idati~n (e.g., 60 
collection with zero failure or 93: collections with one a&lowabl$? f&k&). This approach is 
based on dichotomous outcomqs$pass or fail), Other apprpaches using continuous 
outcomes and statistical approaches res&ing in fewer reqired co$;IXections may be 
applied. 

2. Process failures only; non-process.fMures should b,e e~clnded. 

3. This outcome is applicable only to. WBC reduction processes us&g secondary methods 
such as filtration, i.e. when leukoreduction is performed secondary to ihe collection 
process. This does not apply when leukocyte-reduction is Gerfomed a&otnatically as part 
of the automated process. 
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Comments - Table Organization and Column Titles 

l Column 2 titled “vnit of jZ?kaluation”’ was added.~to &et& the I.& to be evaluated 
- i.e. whether the requirement pertains to a transfusablp product or to an entire 
collection. 

0 Golumn 3 titled “Acceptance Criteria” was changed to ‘“Perfurmance Criteria” in 
order to use Acceptance Griteria .ss a title for the final coknn. 

* Column 5 titled ‘“Allow&le Process Failure” was changed to “Acceptance 
Criteria” and # units evaluated ! # failures w+ irkluded as criteria in these final 
columns to determine whether the process is acceptable.. 

0 The row titled ‘pr’ was moved to the bottom of the table as this involves routine 
QC that will be submitted with the validation data. 

o Row 3 titled “‘Residual WBC! count; component recovery? was split into two rows 
as there are two outcomes to be determined. 

o Row 5 titled “Red blood eel1 count” was deleted because we deleted the 
requirement Tom the qualification testing criteria. 

* The row titled “Bacterial Contamination Testing” was deleted for reasons 
provided above. 

Comments - Content ofTable 

Comment - Acceptance Criteria 
We recommend that several performance criteria.be changed to 90% at 90% confidence 
rather than the 9S”/o/95*/q proposed in th$s guidgce d~~~~~~..~si~g.t~e same statistical 
formulation as in the current guidance document, ourproposaJ results in a change in the 
acceptance criteria to 0 failures out of22 procedures or 1 failure out of 38 procedures. 

Comment - Actual Platelet Yield 
The target criteria for a tram&sable platelet product should be 90 % XL0 x 10” at 90% 
confidence. The target level of9b% ofproducts with a yield above the specified lower 
limit is consistent with AABB ~~~~~~~~~~~ Blood Banks and ~r~~~u~i~~ Sewices 
(Standard 5.7.5.19); the additional requirement for .9O% confidence- applies additional 
stringency to the AA3B Standard, “The requirement of “95% 6onfidence that 95% of 
components” will pass is too stringent due to two factors: 1’) biolo~~al.viability of the 
donor that may cause actual platelet yields to vary from donor to do~o~.despite similar 
target yields and 2) automated hematol,ogy analyzers currently used to obtain platelet 
counts on platelet rich plasma are imprecise. Failures may be,due to counting issues, not 
product failures (Moroff et al: :Trc~$Z~~ion Medicine &,via~s, Vol 19, No 2 (April), 
2005:~~ 155465). 
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Comment - Volume 
There should. be no volume speci$kation for divided products (duu~le/~~~e) beyond the 
manufacturer’s criteria for storage containers and rn~~~urn ~~s~~~b~~ unit for platelets 
of 3 x 1 O’] platelets. As with p&e& ‘yield, we propose that the target criteria should be 
90% compliance with 90% co&dence, reflecting the industry approach to. platelet yield 
in AABB Standards. 

Comment - Resicbl WBC Content 
Deleted requirement for residual WBC Gaunt ‘per component for double and triple 
collections.” If the colledtion me&s this requirement,,then each, component (split) will 
also meet this requirement. 

Comment - % Recovery Following Leukocyte Reduction 
This identifies that the outcome is on~~;app~i~able to Platelets Pheresis lenkoreduced by 
secondary methods, such as filtmtion. See proposed revision to Table I, footnote 3. 

Comment - pH 
The target pH should be ,90% 2 6.2 with a confidence level.of90%. As reported in the 
draft Guidance Reference 6, a&al experience indicates that at outdate, 1 pH failure 
might be expected in 24 produ@. Therefore, 90% compl@nce with 90% confidence is 
the appropriate performance criteria to kefleet acceptable pe~o~~ce (i.e. acceptance 
criteria of 0 failures in.22 or-l‘ failure in 38). This testjng should be done as,described in 
the last bullet on p. 11 - ‘l/3 in the first third of the daging ghxhd, 113 in the second third 
of the dating period, and, l/3-the day of outdate. 

We propose that pH results be reported for two consecutke months in Iieu of including 
these data in the product quahfie&ion~ The manufacturers have a~r~d~prov~de~ data as a 
basis of approval, demonstratingaccept&ble storage cbara&ristics ifthk device is used 
according to the manufakturer’s directions. We believe .~dd~~~~~a~ pH data from the local 
site are not needed, in advance, to show that the deviceperforms according to the 
manufacturer’s claims in the h&ds of the local facility, Ac$um~latibn of2 months of 
operational data provides a better snapshot of the process and may prevent undue wastage 
of apheresis platelets which wou%d be purposeEully outdated for this testing. 

VII. QUALITY ASSURANW(QA) AND ~ON~T~~N~ 

A. Standard Operating Procedwes (SOPS) and Record ~~epi~~ 

1. Requirements for SOPS 

Text: (p. 14, bullet 1) 
* Your written SOPS, must h~clude minimum and maxims values for a test or 

procedure when it is a factor in determining donor acc~~bilit~ (21 CFR 
606.100(b)(2)). 
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Recommendation - Revise to YIf applicable, your written S.~Ps”m~st;in~lude minimum 
and maximum values for a test er pracedure when it is a factor in detesting donor 
acceptability (21 CFR 6p6.1 W(b)(2)).” 

Comment - There are some tests or procedures for which o&y a minimum or maximum 
value may be needed to determine donur acceptability. For example,. there should be no 
requirement for a lower limit f& blood pressure. AABB ~~~~~~~~~~~ B&X$ Bunb and 
Transfusion Services have never required a lower limit for bloc&pressure, and it is not 
standard procedure for blood collectiorr facibties. C~~~t,~~ope~ requirements also do 
not specify a lower limit for blood pressure. The AA$3B St~d~d~ ‘Committee revisited 
this issue in 2004 and once again decided against requiring a lower limirfor donor blood 
pressure because there is not e.nc+ugh scientific data t0 support such a requirement. 

2. Additional Provisiods A~~~~~a~~~ to SOPS 

Text: (p. 14, bullet 5) 
l Bacterial Contamination test&g: 

- The instruction circul&must &ate that, if the storage container is entered 
transfhsion of the component must be initiated as soon as possible, and no more 
than 4 hours later (21 CFR 6Q6..122(1)(2). 

Recommendation - Revise to “blood components have been prepamd. by techniques 
that aid in preserving sterility’up to the time of expiratien, If the eontamer is entered in a 
manner that violates the integrity of the system, ~e~Go~po~en~~x~res 4 hours after entry 
if maintained at room temperature (20-24 C), or 24 hours a&er entry if refrigerated (l-6 
C).” 

Comment - This is the language in the-current Circular ~f~~~~~~~ti~~~f~ the Use of 
Human Blood and Blood Components (Circular). _ 

Text: (p. 15, bullet 1) 
0 Actual Platelet Weld: .Tl.te p&Met yield from each collection of Platelets, 

Pheresis should be provicfed to the transfusion facility. 

Recommendation - Delete this recommendation. 

Comment - RoutineIy providing; this i~~o~~ti~n to the transfusion facility weuld create 
a burden of record keeping with no patient benefit. The majority of ‘clinicians do not 
make therapeutic decisions based on thenumber of platelets ~o~~~~ed in an apheresis 
unit. Since a platelet yield will have been determined for all ~la~~e~he~esis products, 
clinicians can be informed by hospital transfusion s.er&es-that such information is 
available and can be easily obt&ed if requested by the ~~sf~sing physician. I 

21 



Text: (p 15, bullet 2) 
o Residual WBC .counts;~Your SOP should state the m~x~mum,.a~~eptab~e WBC 

limits for each autom&+ blood cell separator devkin use. 

Recommendqtioll. - Revise to “?Your SOP should state the expected WBC limits as 
defined by the manufacturer’s instructions, as well as the ma@num acceptable WBC 
limits of 5 x 1’06 per unit of le~oredu~~d component.” 

Text: (p. 15, bullet 5) 
l Total volume loss: AJXQI,Z~~ volume loss should not exceed 12 hters (12,000 mL) 

per year for donors weighing 1 I?-1 75 lbs; 14.4 liters (14,400 z-QL) per year for 
donors weighing more than 175 Ibs (Ref. 3). 

Recommendation - Revise bullet title to read “Annual total plasma volume loss.” 

Comment - Draft guidance Reference 3, a 1995 reviiion ofthe Requirements for 
Infrequent Plasmapheresis Donors ~emor~d~m, addresses plasma volume loss, not total 
volume loss. 

Text: (p 15, bullet 6) 
0 Leukocyte reduction @gers: CBER clears filters used to reduse leukocytes in 

Platelets, Pheresis for the f&ration of-specific cornp~n~n~, You should use in-line 
or in-process leukocyte -reduction filters. 

Recommendation - Delete this bullet, 

Comment - This statement is not appropriate for this guidance document. We agree that 
filters should be used per the m,mufacturer’s mstructions for use, andd’ as cleared by FDA, 
but believe this is not the appropriate guidance document to address this issue. 

Text: Op. 16, bullet 2, sub-bullet 2) 
o You must follow ‘the automated blood cell separator ~.~uf~~~er’s directions for 

use (21 CFR 606.6O(a),,$~6.65(e)) and haveprovisions for the disposition of 
Platelets, Pheresis that have actual platelet yield or volumes that are outside of the 
limits of the automated bbod ceh separator manufa&uro?s speeifioations. If 
sterile docking of an additional container(s) is necessary, use a container(s) 
designed to achieve and protect a stoPa conduit, You should us& containers from 

’ the same manuticturer. 

Recommendation - Revise last two sentences to “‘If sterile docking of ,an additional 
container(s) is necessary, use a ~on~iner~s~ designed to achieve and protect a sterile ,‘ 
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conduit. The additional container(s) should be compatible or equivdent as defined by 
manufacturer’s instructions.” 

Comment - We understand that claims are given for a particul,ar collection device that 
include the container, however 12: ghoul be permissible tc sterile do&compatible or 
equivalent containers. They do Jtiot need to be from the~same~man~facturer. 

B. Donor Monitoring 

1. Platelet counts 

Text: (p. 17, paragraph 1) 
You should notify your ~edi~~~Rir~ct~~ when a donor has apost collection platelet 
count less than 1 OO,OOO/uL, and -you should defer the donor until his/her platelet count 
has returned to at least 1 SO,OOO/uL. 

Recommendation - Delete this recommendation. 

Comment - See prior comrnem @I’@ 2. Donation Frequency). To re$arate, we do not 
believe a post count on every donor is necessary. If a facility cbclo3es to perform post 
counts, that facility should establish an ,alert level for ~oti~~at~~~ of the ItCledical Director. 

Text: (p. 17, paragraph 2) 
Transient decreases in platelet counts have been reported in donurs undergoing multiple 
collections of Plateletsj Pheresis {Ref. 21). Althou& the effect o~~ong-~e~ regular 
collection of Platelets, Pheresis on donor platelet counts is bob, clinically significant 
thrombocytopenia in these .donors is unusual.~You should review a donor’s records before 
each donation to monitor the donor’s ability to recover his/her baseline platelet count. 

Recommendation - Revise to ?Transient decreases in platelet counts have been reported 
in donors undergoing multiple, collections of Platelets .Pheresis (ReE 213, however, 
clinically significant t~o~boc~~pe~a~~ these donors is unequal. Yuti should review a 
donor’s records before each donation to monitor the donor% e~ig~~i~ity for donation.” 

Comment - Current practice is to review each donor’s reccrd$z before 
monitor the donor’s eligibility for don&n, This includes a review of donor platelet 
counts to assess the donor’s ability to recover his/her platelet count. SHo-wever, we 
disagree that the donor needs to geturnto his/her initial ba~~li~~pla~~l~t count (i.e., prior 
to their first plateletpheresis) to: remain digible as a donor. 

The work group has had an oppo~~i~y tc review data from frequent long-term platelet 
donors from several institutions. The initial analysis shows that the data are too complex 
to concisely summarize in a docgment of this type. An open public workshop would 
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provide the appropriate environment for discussion and review of the data and the 
methodologies used. 

C. Component Testing 

1. Daily component specifk&m che$ 

Text: Op. 18, bullet 1) 
0 Actual platelet yield after collection: Actual yields (volume x platelet count) must 

be determined at the concIusion of each appropriate phase of manufacturing (2 1 
CFR 2 11.103), and shou_td be determined prior to issue. 

Recommendation - Revise to “Actual platelet yield after collection: Actual yields 
(volume x platelet count) should be calculated after collection and prior to the product 
being made available for distribution (i-e. after all sampling for testing has been 
completed).” 

Comment - Platelet yield cakxrlations are necessary at the conclusion of the collection 
process in order to ensure manufacturer storage specifkatmns are met and again after QC 
sampling is complete in order to how the yield of the product that is made available for 
distribution. Intermediate cakulations du not serve a purpssa An actual platelet count is 
necessary only at the first calculation. The final calculation wouhl consist of the original 
platelet count x the volume remaining after all saxnpling is complete. 

Text: (p. 18, last sub-bullet) 
o Weight/volume conversion: A weight/volume conversion is necessary to 

determine the volwne. 

Recommendation - Revise to.TVhen volume is determmed gravimetricahy (i.e., by 
weight), an appropriate weight to volume conversion factor (i.e:, density) should be 
applied.” 

Comment - This statement may be overly restrictive for new t~~~o~o~ies, which could 
possibly measure volume directly, 

Text: (‘p. 19, bullet 1) 
l Residual WE3C count on all collections that do not utilize‘ an automated leukocyte 

reduction methodology. 

Recommendation - Delete this ,recommendation. 

Comment - Universal leukocyte-reduction is not required-either by statute, rule or 
industry standard in the United States. The various methodologies in use to achieve 
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leukoreduction of Platelets Pheresis have been reviewed and cleared for this application 
by FDA and should be treated as a standard process that has been appropriately qualified 
and subject to routine in-process. controls. This is true for post coileetion process 
methodologies, such as filtratioa, as well as automated methodologies. There should not 
be a requirement to determine NBC content on 100% of these products. 

Text: (p. 19, bullet 3) 
* Bacterial contamination testing: as specified by the collection device 

manufacturer. 

Recommendation - Revise to ‘“Bacterial contamination testing should be conducted at 
the frequency and by the method estabhshed by the blood centerafter consideration of 
industry standards and any spe&frc requirements by device ~a~~a~~ers.” 

Comment - Collection device m~ufac~rers do not uniformly-or routinely require 
bacterial contamination testing. Bacterial testing is required by mdustry standard 
(AABB), and in some instances (e.g., 7-day platelet storage) is specified by the device 
manufacturer. 

2. QC monitoring 

Text: (p. 19, paragraph 2) 
Under 21 CFR 2 11.1 SO(b), laboratory controls must include the establis~e~t of 
scientifically sound and appropriate specifications, standards, sampling phtns and test 
procedures. One example of a ~~~enti~eally sound statistical sampling plan is the use of 
scan statistics (see Appendix A>. However, other statistical plans may also be 
appropriate. Statistical plans. should: 

* Use an alpha of 0.05 and a power of? 80%. 
0 Detect a > 5% non-confbrmance rate. 

Recommendation - Remove the reference to scan statistics and remove Appendix A. 

Comment - We are in agreement that a, sound statistical process should be incorporated 
into the Quality Assurance and Monitoring program. Further, we recognize and 
appreciate that CBER has devoted time and effort to developing the scan statistics 
approach, resulting in an intellectual contribution to the field (ref. Journal of 
Biopharmaceutical Statistics. 2005: 15,;353-366.). HoweverY we feel strongly that it is 
premature to add,this to the guidance document. Although FDA has provided the option 
of using other statistical plans, the prominence given to scan statistics in the guidance 
document will likely lead to wide-scale adoption of this method, However, the use of 
scan statistics in process control is untested and its potential impacts on blood center 
operations are unknown. For example, we do not understand how the determination that 
10% of products should undergo QC testing was derived in the scan statistics proposal 
and it is unclear how this requirement will impact blood centers. 
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We believe the agency should first partner in pilot studies with a cohort of blood 
establishments that reflects a range of manufacturing ad-operational practices. The 
major goal of these scan statistic:pilot studies would be,@ determine iF, when compared 
to currently used statistical approaches, scan statistics will improve, the mu-&y9 potency 
and efficacy of plateletpheresis products. A secondary goalwould be to determine the 
impact on quality assurance activities; it may be true that the scan statistics approach can 
be easily adopted in some operations, but it could be overwhelming in others. 

We suggest that the issue of quality cpnrrol monitoring needs more disgussion and that 
this would be an important topic. to include in a proposed work@op, 

2. QC monitoring 
Text: (p.19, paragraph 4, bullet 2) 

o Include testing of components collected on each individual automated blood cell 
separator device. 

Recommendation - Revise to ““Include testing of components collected on each 
automated blood cell separator-(defined as manufacturer and model) used by your 
establishment.” 

Comment - This language would clearly define manuf@.xrer and mo$el as the criteria 
to be applied when selecting a r esentative sample of products for QC monitoring. 

Text: (p. 20, bullet 1) 
e Test for percent component retention. 

Recommendation - Revise to “Test for percent platelet recovery when product has been 
leukoreduced utilizing manual filtration methods.” 

Comment - This recommendation applies to products that are leukoreduced by a post 
collection manufacturing step. Component retention measuresare not applicable to 
products that are leukoreduced by an automated leukocyte reduction methodology. 

Text: (p. 20, bullet 2) 
l Test for the residual W’@C count (wh~n,a~pli~able~ within 24 -hours after 

collection to reduce aberrant results due to cellular de~~~~r~~~ and clumping, or 
per the manufacturer’s directions for the counting devi@e or method used. 

Recommendation - Revise language t? read, “Samples should be ed, prepared, and 
processed without delay according to the requirements of-the 5VE3C counting method to 
ensure that a true and representaxive count is obtained.” 
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Comment - Our recommended language is identical to the language in Ref 2 (FDA 
Recommendations and Licensure Requirements for LeukocytGReduced Blood Product, 
May 29, 1996). If a timeframe for a counting method has, been internally validated, that 
timeframe should be acceptable. It is not clear why 24 hours is mentioned in this draft 
guidance. AABB has reviewed manuf+turer’s directions and notes that some of them 
allow for counting,to occur at times th$e&eed 24 hours. ,For example; FACSCaliber and 
BD Leucocount allow for WBC- counting to be completed within 48 hours of the product 
being leukoreduced. 

Text: (p. 20, bullet 9) 
* pH must be > 6.0 (21 CFR 640.25(b)(Z)) and should be 2 6.2 (Refs. 5 and 6). 

Request for clarification - The recommendations for pH as outlined in this document 
are not at all clear. Please provide clarity for the reco~~~d~ti~n for pH being evaluated 
at 6.0 and at 6.2. Include specific recommendations for the action(s) to be taken at each 
level. 

Text: (p. 20, bullet 11) 
* The volume in each container for double collections should be 50% rt: 5%; for 

triple collections 33% ,k 3%, or per the manufacturer’s specifications. 

Recommendation L Revise to ‘“The volume for divided products should meet the 
manufacturer’s criteria for containers designed to store a transfusable platelet product 
with a minimum platelet count of 3 x 10’ * platefets.” 

Comment - There is no need to impose additional vohmre restrictions beyond those 
provided by the manufacturer. 

Text: (p. 20, bullet 12) 
l If one component from a double or triple collection procedure is found to have 

unacceptable results (less than 3.0 x 10” platelets, pH ~6.2, or a volume 
discrepancy), the correspon@ing component(s) from the collectior~ should be 
quarantined until they are tested and found to be- acceptable. 

Recommendation - Revise to “‘Each facility should have written procedures, for each 
QC parameter to be measured, with defined courses of action to take when acceptance 
criteria are not met. The procedure should include consideration df the disposition of any 
co-components.” 

Comment - Procedures should be in place for all QC p~et~s that are measured. The 
recommendation as presented inthe draft guidance, ~~i~~arly for platelet count and 
volume) are too restrictive. Generally, there would be no reason to quarantine the labeled 
products that have been made available for distribution. 
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F. Quality System Audits 

Text: (‘p. 21, paragraph 3, bullet 3) 
l Component bacterial con~~i~~t~on testing: Rates of bacterial contamination of 

plateletpheresis should be monitored, and rates that exceed I:3000 (Ref. 7) should 
be considered potentially non-conforming, and an investigation-be initiated. 

Recommendatian - Revise to ‘YZomponent bacterial co~~~~atio~ testing: Rates of 
bacterial contamination of p~~t~~~~heresis should be monitored. The facility should set 
alert and action levels for positive rates, based on their detection methods. There should 
be a plan established for investigation of rates exceeding expected levek.” 

Comment - Current methods empbyed in the United States vary. For example, baseline 
bacterial contamination rates. have been, determined using aerobic cultures only whereas 
some facilities perform both aerobic and anaerobic cultures. Since the basehne positive 
rates for these different testing schemes have not yet been determined, it is inappropriate 
for FDA to specify a specific rate at which action needsto be-taken. 

X. REPORTING CHANGESTO A~APPR~~D R~~~GI~$ LfCENSE 
APPLICATION (BLA) 

D. Component Submission for CBER QC Testing 

Text: (p. 26 - 27) 
To obtain a biologics license under Section 35 1 of the’ Public -Health Service Act for any 
biological product, a sample(s) representative of the product must be provided with the 
application (2 1 CFR 601.2(a)). Samples of any lot of any licensed product may at any 
time be required to be sent to CBER (21 ~CFR 610.2(a)), 

In compliance with these regulat$ons: 

0 Licensed collection facilities with no prior experience,in the collection of 
Platelets, Pheresis must -sch&dule‘Platelets, Pheresis component submission for 
CBER QC testing. Licensed. facilities that submit a CBE-30 for an additional 
facility under an approved Com~~abi~ity Protocol do not need to send 
components for CBER QC testing. 

0 We may also request at any time that a facility submit components for CBER QC 
testing. In particular, we may require you to provide samples if, during our review 
of a submission, we determme that the submitted data is ~nadeq~~ate or if you are 
submitting an application. under 2 1 CFR 640.120 to use procedures at variance 
with those required,in reguIation. 

Recommendation - We believe the requirement for submission of platelet products 
should be removed. 
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Comment - We believe that the requirement to send platelet products to.CBER for 
testing is an outdated practice that does not make a meaningfir ~o~~~b~t~on to the safety 
and efficacy of the product or manufa&uing process. Since this practice was initiated, 
the technology for collection a& laboratory methods have made tremendous strides and 
progressed through several generations of development, At,this point, we believe this 
activity unnecessarily consumes valuable blood products, as well as persounel and other 
resources at the blood centers and CBER. This requirement is not applied to red blood 
cell products or plasma products. 

We suggest that FDA can obtain all necessary information related to the manufacturing 
process of Platelets Pheresis through examination of the q~~~~~ation and QC records 
fi-om the facility. We believe this approach will result in more timely turn around of 
license applications and sparing of resources both in the blood center and at FDA. 

Thank you for the opportunity to,provide comments to this draft guidance. AABB 
appreciates the time and effort that FDA has expended in preparing ~J~e’draft guidance 
and we believe that our commenks and suggested revisions will enhance the document. 
AABB would be pleased to colkborate~in development of a workshop to address issues 
raised by the draft guidance. 

Questions concerning these comments may be directed to M. Allene Can;Greer, Deputy 
Director, Regulatory Affairs, B (a~~~re~r~aabh.org). . 

M. Allene Carr-Greer, MT(ASCP)SBB~ 
Deputy Director 
Regulatory Affairs 
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Appendix 1 

The following data are from one major blood collection center and compare Adverse 
Reactions from Platelets Pheresis Colleeticjns with Adverse Rea&tions fkom Whole Blood 
Donors from 1999 through 2005. These data indicate that adverse reactions occur at a 
lower rate in plateletpheresis donors th,an in whole blood donors 

~ia~~ie~s 
Adverse Reactions 

Type I - pallor, perspiration, dizziness, sighing, nausea w&hout vomiting, 
hyperventilation without other signs or symptoms 

Type II - progression of all s oms of a Type I reaction, b~yc~di~, shallow 
respirations, anxiety, vomiting 

Type III - progression of all symptoms of a Type II reaction, h~e~~nt~lation with 
neuromuscular excitability, variable cdor (pale to cyanotic), .inGontinenee, fainting, 
convulsive movements, true convulsions‘ 
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Appendix I 

luod ~Collecttkms 
Adverse Reactiorrs 

Year Type I Type%1 1 TypeIII 1 Percent All 

Type I - pallor, perspiration, dizziness, sighing, nausea with&t vomitkg, 
hyperventilation without other signs or symptoms 

Type II - progression of all symptoms of a Type I reaction, b~ady~~di~, shallow 
respirations, anxiety, vomiting 

Type III - progression of all symptoms :of a Type II reaction, h~e~en~lation with 
neuromuscular excitability, variable color (pale to cyanotic), in~ontine~,~~~ fainting, 
convulsive movements, true convulsions 
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Appendix II 

These data were obtained fkorn’ Wemaeare, aqd compare the post ,donation platelet count 
with a pre-donation platelet count on’thc following donation. (see p. 8 comments). 

1 179 

15 1 11/29/2005 1 6295526 1 F f 2 295 ] 181 



37 1 1 l/29/2005 1 6295531 1 M 

} 47 j2/4/2005 16295608 f M f 2 261 i8U 

53 12/8/200 
54 12/7/2005 

_~~ -~_ 
15295593 1 M f 2 238 136 

I 84 12/3/2005 1 6295600 1 M 3 1 354 I 213 



f. 3 3LL 

89 1 1 l/30/2005 1 6295540~ I, M 3 297 165 
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